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DETAILED ACTION 
Election/Restrictions 
This Office Action is in response to the Election filed on 22 August 2005. 
Applicant's election with traverse of Group I, claims 1-18, 37, and 38, in the reply is 
acknowledged. The traversal is on the grounds that the inventions of Groups l-VIII are 
not independent, and that the Examiner has not established that there would be a 
burden in examining the different groups together. This is not found persuasive 
because Applicant cited the "independent" but ignored the "distinct" prong of U.S.C. 
§121 . There are two criteria for a proper requirement for restrictions between 
patentably distinct inventions: 

(A) The inventions must be independent (see MPEP § 802.01 , § 804.04, § 
808.01) or distinct as claimed (see MPEP § 806.05 - § 806.05(i)); and 

(B) There must be a serious burden on the examiner if restriction is required 
(see MPEP § 803.02, § 806.04(a) - § 806.04(i), § 808.01(a), and § 808,02). 

Under M.P.E.P. § 806.05, where two or more related inventions are being 
claimed, the principal question to be determined in connection with requirement to 
restrict is whether or not the inventions are distinct. The claimed Inventions are distinct 
from each other as indicated in the prior office action on pages 4 to 7. The 
compositions as claimed in Inventions I and II are distinct because the antibody-peptide 
composition as claimed in Invention il has a second agent, which can alter the physical 
structure, binding specificity, and mode of action of the composition. Applicant's 
statement that all the compositions share the same basic structure is incorrect due to 
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the complexity of the second moiety in the composition of Invention II. The methods as 
claimed rn Inventions lll-VIII are distinct with respect to starting material, objectives, 
protocol, and end products. Therefore, each Group is patentably distinct. 

Under MPEP § 808.02, a serious burden on the examiner may be prima facie 
shown if the examiner shows by appropriate explanation of a different field of search. 
As indicated in the prior office action on page 5, the search for the Inventions would not 
be coextensive because a different field of search would be required based upon the 
structurally distinct products recited and the various methods of use comprising distinct 
method steps. 

The restriction among the different compositions and the different methods that 
use the claimed compositions is maintained. 

The requirement is still deemed proper and is therefore made FINAL. 

Claims 6, 7, 12, 19-36, 39, and 40 are withdrawn from further consideration 
pursuant to 37 CFR 1.142(b), as being drawn to a nonelected species and inventions, 
there being no allowable generic or linking claim. Claims 3 and 4 will be read to the 
extent of elected species. 

Claims 1-5, 8-11, 13-18, 37 and 38 are being examined. 

Information Disclosure Statement 

The information disclosure statement (IDS) submitted on June 27, 2003 is in 
compliance with the provisions of 37 CFR 1.97. Accordingly, the information disclosure 
statement has been considered by the examiner. 
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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed In the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

Claims 1-5. 13-15, 17. and 18, are rejected under 35 U.S.C. 102(b) as being 
anticipated by Stein at al (1 999). 

These claims are drawn to a composition comprising a peptide moiety covalently 
bound to an antibody wherein the peptide comprises a poly-L-arginine peptide having a 
nitrogen-containing side chain comprising a guanido group and wherein the peptide 
moiety has various ranges of length. 

Stein et al. teaches a complex of an antibody conjugated to an HIV Tat (37-72) 
peptide. Since HIV Tat (37-72) is replete with Lys, Arg and (Arg)3 residues and the 
structures of Lys and Arg contain nitrogen and guanido groups, the reference 
corresponds to an arginine-rich peptide covalently linked to an antibody, meeting the 
limitation of "a peptide moiety comprising an amino acid residue having a nitrogen- 
containing side chain" as recited in claim 1 , the limitation of "wherein the nitrogen- 
containing side chain comprises a guanido group" as recited in claim 2, the " poly-L- 
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arginine" as recited in claims 3-5, and the limitiations of a monoclonal antibody and 
polyclonal antibody as recited in claims 17 and 18. See Abstract and Materials and 
Methods. The HIV Tat (37-72) peptide of Stein reference is 36 amino acids long, which 
reads on the limitation of "at least 10 amino acid residues in length" as recited in claim 
13; the limitation of "between about 10 amino acid residues and about 100 amino acid 
residues" as recited in claim 14; and the limitation of "between about 25 amino acid 
residues and about 75 amino acid residues" as recited in claim 15. 
Thus, the claimed invention is anticipated by Stein et al. 

Claims 1-5, 8-11, 13-18 and 37 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Frankel etaL (6,316,003). 

These claims are drawn to the above mentioned composition with further 
limitations of molecular weight, 13 kD, within the range between 1 1 kD and 16 kD, and 
of being combined with a pharmaceutically acceptable carrier in a pharmaceutical 
composition. 

Frankel et ai teaches the use of transport peptides to deliver cargo molecules 
(see the entire document), particularly, an antibody (see columns 115 and 116, claims 1 
and 6), meeting the limitation of a monoclonal antibody and polyclonal antibody as 
recited in claims 17 and 18, respectively. The reference discloses transport peptides 
such as portions of HIV Tat protein (see column 3, lines 21-31 , and SEQ ID NO's: 1-7, 
for example), meeting the limitations of "a peptide moiety comprising an amino acid 
residue having a nitrogen-containing side chain" as recited in claim 1, "wherein the 
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nitrogen-containing side chain comprises a guanido group" as recited in claim 2, the 
"poly-L-arginine" as recited in claims 3-5, the molecular weight recited in claims 8 and 9, 
and the various lengths recited in claims 10, 1 1, and 13-16. The reference also 
teaches pharmaceutical, prophylactic and diagnostic compositions comprising transport 
polypeptide-cargo conjugates (see column 3, lines 13-20; column 10, lines 66-67; 
column 11, lines 1-19), which is recited in claim 37. 

Thus, the claimed invention is anticipated by Frankel et aL 

Claims 1-5, 8-11, 13-16, 37 and 38. are rejected under 35 U.S.C. 102(e) as being 
anticipated by Rothbard et aL (6,306,993). 

These claims are drawn to the above mentioned composition in a kit. 

Rothbard et aL teaches compositions of transport-enhancing polymers containing 
guanidino side chains (see abstract, particularly, column 2, lines 45-67), specifically, 
poly-arginine polypeptides (column 3, lines 16-25), covalently attached to a biologically 
active agent for enhanced transport (see abstract and columns 9-10), which reads on 
the limitations of claims 1-5 and 37. The reference teaches that the use of naturally 
occurring L-amino acid residues in the transport polymers has the advantage that 
breakdown products should be relatively non-toxic to the cell or organism (column 8, 
lines 26-34). The reference further discloses sequences of transport peptides 
consisting of 4, 5, 6, 7, 8, 9, 15, 20, 25 and 30 L-arginine polymers, and a mixture of 
longer L-arginine polymers of up to 100 amino acids, with an average molecular weight 
of 12,000 Daltons (column 12. lines 1-9; columns 31-34). which reads on the different 
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molecular weights and peptide lengths as recited in claims 8-1 1 , and 13-16. Finally, the 
reference discloses that the composition may additionally be packaged with instructions 
for using it (column 4, lines 36-38), which reads on "a kit comprising the composition of 
claim 1 and instructions for use" as recited in claim 38. 

Thus, the claimed invention is anticipated by Rothbard et ai 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 102 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious 
at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention 
was made. 

The factual inquiries set forth in Graham v. John Deere Co,, 383 U.S. 1, 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. § 103, the examiner presumes that the subject matter of the 
various claims was commonly owned at the time any inventions covered therein were 
made absent any evidence to the contrary, Applicant is advised of the obligation under 
37 C.F.R. § 1 .56 to point out the inventor and invention dates of each claim that was not 
commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of potential 35 U.S.C. § 102(f) or (g) prior art under 35 U.S.C. 
§ 103(a). 
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Claims 1-5, 8-11, 13-18, 37, and 38 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Futaki et aL (February, 2001) in view of Awwad et al, (1994). 

As mentioned above, these claims are directed to a composition comprising an 
antibody covalently bound to a peptide moiety, specifically, a poly-L-arginine peptide. 

Futaki et al. describes delivery of exogenous proteins into cells using various 
arginine-rich peptides conjugated to carbonic anhydrase. The reference discusses the 
translocation activity of peptides of 4-16 arginine residues and states that eight 
residues, or an "octa-peptide" as recited in claim 1 1 , would be an optimal number for 
efficient translocation, see Abstract on page 5836. The reference further discusses the 
chemical conjugation of carbonic anhydrase to poly-arginine peptides, see Experimental 
Procedures, last paragraph on page 5836. 

Futaki et al. does not teach the delivery of antibody by covalent linkage to poly-L- 
arginine peptides, or the peptide moiety of 68 amino acids in length. 

Awwad et al. describes the modification of antibody carbohydrates by 
conjugation, which corresponds to a covalent bond between a peptide and an antibody. 
See Abstract, and Materials and Methods. 

It would have been obvious to the person of ordinary skill in the art at the time the 
invention was made to modify the cargo protein covalently linked to arginine-rich 
peptide from carbonic anhydrase of Futaki etal. to an antibody, as suggested by 
Awwad et al. The person of ordinary skill in the art would have been motivated to make 
that modification because it improves cellular uptake of an antibody and one would have 
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expected success because Awwad et ai points out that modification of antibody by 
conjugation does not interfere with antibody effector functions. 

Furthermore, it would have been obvious to the person of ordinary skill in the art 
at the time the invention was made to increase the length of the peptide to 68 amino 
acids as routine optimization, thus resulting in the practice of the instantly claimed 
invention with a reasonable expectation of success. 

Thus, the claimed invention is prima facie obvious over the combined teachings 
of the Futaki et ai and A^m/ad et ai 



No claims are allowed. 



Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Louise Wang whose telephone number is 571-272- 
5543. The examiner can normally be reached on Mon-Fri, 9am-5pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Housel can be reached on 571-272-0902. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 



Conclusion 



L. Wang 

Patent Examiner 
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